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3fe#£fcfc£-fo lEd. ^n^^/7>^>El (PGE 1 ) (i^*/«CjflLWK:5S 

femiz&mfcmztixi-Zo m.^ sk^mmm&&^<tit®x&t\i*wtiT 
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mi&nmMiU 1 omgT*s^ ^®i/2m^sb<, $?aiicfi 1 /5« 

4122 0 gT&^rtV 1 /2 (1 0/ig) J£TF#$?£ ffSKte 1 / 
5 (Aug) ^T^tSCt^T'^, TKftKfcLTIi 1 ®&5-m(DSlM* . 

o. i # g&±. t&mizit i # gist±T'*nis:«j:c>o 

1 0,0 0 0 <D&<Dlr<tfr£ L^MMit LT^if £>ft£ 0 -hK©^:/?- K©0*Jtl/- 
e^Hit^^f - K (CGRP) . T>^T->i/>IU BftSf*;* 

^ji^ymm^Ji^y (lh-rh) „ mm&.wmm*Ji*:y (acth) . 
¥W&*Ji>*e>mm*ji*y (trh) . wttmm*Ji*y (tsh) . &m 
i-hvyj+mm^zTTV (anp) &±vzn±(D&&&&±v¥&f&£ J &'S& 

ttz&mVKD* Jits h — ytLTlt, mz.lt<5i-¥% Jlis h-y^ VrtiJl 
^.mm^Jliy h->MASU'- 7 ^ -7-^77 ;i/ i/ h — > (i;i/77h->) „ AS 

i/sL^yt btii t h -r > •> a y 7'^ -f > -> a ^ w > ^ u wj: if 
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^aStt^^K©7KSffitcL^t.§©Jf*Ul^fflfllS{iO. 0 0 0 0 0 1- 
5% (w/v) #^f:f£*U JEKSfS L< li 0 . 0 0 0 0 1 — 1 % (w/v) ^ 

HSttR-npt'osssiitbTffifflr^, wimmz^tz^xim^ttzim^ 
mm<WL %wm^ &m<tm. *ng<tm. nmi^ tzmuLxm^mmtK 
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&&EEitmmx'&z<Di)<i£f£L<, m&itMkLxityv-tz*) > % JKt^-hu^ 
M»itfe^<, ^iR^-b^^n^sft^si^-jKfrftffl^nso mint 

„ *-;k '<7^-+i/^E§SStif-7k '*5 3J-+ 

■5^, 7x^.;i/xf ;t/7;t/3-;k ?nn:7*;?y — ?U7*— ;u 

Sti. ^^^tl^fS^^Jd^oT^^OH^fe^^. 0. 0 \ %~2% (w/v) 

HCSSS-TSo *::T-f#£ttfc7.kigft£0tJ*.{io. 2 2/imO^>^7>7-f^ 
^-(Cck 0^a6i§$n, "9->^<>ttS (U-SAVE :^Vt;HS) izftm 
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T. 0>J*.t*fc Mcfct^Tj£jMSg (0. 0 5-0. 1 m 1 /-f? L) ^ffl^T 
^^^L^Ii^c^-lgi^ l B 1 ~~ 3 [U^fg-T -5 C <t d J; 0 S£Hir&i*-r 

BM©ffii|Uc8ft'K 

m 1 0(i^;U^7 h->&*&.£ffc©jfiLtf»jBK©:rn:7 7 ^ ©Tfc 

So 

i2ilix;W h^>£T£ (AUC) tr*f-r«iRiR^ (96) £^-Tt>©T- 

£><5o 



WO 97/06813 



PCT/JP96/02277 



-13- 

m^m i 

7 U azi-jimi- h U *J U (S GC : i/F^tt^ ^pH6. 0 ^31 

>j ymmmrn 1 m 1 tz#Lxsmg(Dm&xmmLtz 0 c©zg& 1 m 1 zdi* 

m 1 <D&M (*tJ8 i ) 

iM^^Uf-T-tfA (DTZ : i/^vttfi, 10mg^pH6. 0 £$3§ 

U >iI®?S2m 1 tcSPL/wo 1 m 1 4 0 0 

f t;U i:§jj?LtxA* h-> 4 0 oi!4/m 1 <DfSm (StflS 2 ) 

mSf^f-TifA (DTZ : i/^ttS, #@) 10mg£0. 5 % 'J =3 
3-;i/ith>JOA7kM (pH6. 0 2mli:jg»U0 
. 5*>SGCiO. 5%DTZ^»il!U, Z 1 m 1 £ 
h->4 0 Olte/z^-fT^ i:SIHl,Ti^* h->4 0 Offi/ 

m 1 CD&#J^#^ 0 

t&m^'^Dl (VP : *>^vttfi N 1 Omg^f feN- fcf-;U- 2 

-b'oU K> (fD3feMmy:S{> B*0 1 7 U 3 n - ;ugf^ h U ^ A (SGC : > 
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r-7i£SL *b> ^pH6. omm>) >mmffi~& i m i cstit^n^n 5 om 

g t 5 m g (Dm&xmm LX'&tz 0 . 5 un-;^^ h ij ^/*?g?&2m 1 

<lig8?UT0. 5%SGCi:0. 5 % V P *^t?Sffi*HS Lfc„ CCDjg&im 

0 Offi/m 1 ©M£f#^ 0 

M^^'J^^ (BP : *>7-?ttm. *B) 1 0mg^a6N-t-->l/-2 
-tint) K> (fDattt^ttS. 0*:) t^'J (SGC : S/ 

T^ttSk *S) ^pH6. 0t£5gy >®fM»fS 1 m 1 cat LT^tt-en 1 0 0 
mgt5 m g (Dm^Xfem LT?#A: 0 . 5 % 7* 'J 3 h ij ^^2m 

m 1 h-> 4 0 0W^-f7^ C8lfefg«l) (CfgPLTi^^ 

4 0 Oifift/m 1 <Dfi£#J£-f#7"c 0 

H£fcffl 4 

£H7r*S^ (FS : JfiffcJffiimttSU B#) 1 Omg£0. 5«yj33 
-Jimi- h »J t;A7j<^^ (pH 6. 0^5g'J>^^@^) 2ml«bt0. 
5%SGCtO. 5 HF S£^frig?££SJ|?Lrt:o :®SiSlnil^*f- 
>4 0 OW^VT^ (^MS) d&^LTi;^ 4 0 OWml 

n&m i 

77 K:J;^i;^F->oi n v i voMHi 
C i n v i v oiTOiii£} 

-^tl/:Wi s t a r^tttt^-y h (B^SLC: M 2 0 0 -2 5 0 
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^^(cASi^ckO 2 0 0 ^1 ^Jfilbfco JfiLitt(i«H>»tt ( 1 5 

. 0 0 0 r pm/1 0m i n/5°C) Lt, f# fcjfil SB £ ^flfT * £-C- 3 (TCd 

mW.m<Dlt&<Dtztb3LJl,j7 0${4/m 1 (£g£iMfl£) 0. 

25ml (Jfctfcl ) *KTS4lfc 0 " 

. 5 zin-jmi- h u ^A*#tfStgg i omM&^m (■-■) (ut^u 

T-eAzmmLtzmmm i e>mM&$.m (a-a) i«u^n*:n;i,* h->ai 
£©±&*<tt&$*u ifiL^2ig-^rBiffi^TSs (auc) fiats 1 s^sMwii: 

+ (O-O) IZTTjk-T) . igft^'jy^ 10+ (A- A) T'jjrr) . ig& 
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yyx^Ji (*ih+ (□-□) -c-^-r) &*t?nmm2* mms. mmm4 

PKiR^ (%) = x x 1 o 0 

AUC(S.C) S^fiCI.N.) 

({IU I.N. : gftg^ S.C. ; KTS4^f*t5) 

y • AttS. &H) l oftfc/^'fTA t:pH7. 

4 ^ss y ymmmfc 1 m 1 £fin*.-c^fi? LTth-r>i/^y>i o Jttfe/m l © 

flfcfcl (*tiS 3 ) £#/- c 

L-a-U7Ui/f> (LPC: #@) £pH7. 4 ^51 >J > 

SE^affi lmli:StU5m g ©|Rj<&-C*gjPP LTO. 5 *> L P C ££-frigjft£s9 

) iMLTt h^>^a'J>l 0 J£{i/m 1 ©j£Sl 4 ) tz Q 
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mmms 

l&Bk'Jfrf-T-ei* (DTZ : i/rvm *B) 10mg£0. 5 *> L - a 
'J7Ui/f>*gffi(pH7. 4^5S'J >St^©?S) 2mli:jg»LT0. 5% 
LPCfcO. 5%DTZ^t«^l|}Ufc 0 CCDjgflSlm 1 £ r - t V 4 y 
i/ a. x ) y \ omtiL/'UTJl «Lth >J > l Oi*i{£ 

/m 1 ©ffi3W*»^ 0 

USEffJ 6 

Ziltm^ox^ >5=>r >R 2 0 (T'd^^^^^EI : PGE 1 : /Mf 
lESX^ttS. 20/ig^-O. 5 %L-a 'J Wi/^y (L PC) 7jc?g^ 

(pH7. 4 mm') ymmmm 2 m 1 t«tto. 5%LPcto. 001 
i o${i//N^7^ mmttm wut h-f y > i onm/m i © 

fjgfeflj 2 

77 Mc^-S'f >i/a'J >Oi n vivo 
C i n v i v oPRiKHi&:) 

-KMl/fcWi s t a r^tt145*y h (B^SLC: M2 0 0 - 2 5 0 
g) £1P4EE. ^>h/<;i/t^-;b (# >a^-;uait?S. *B:£I^ttSL 

<y h^m^^xmmmmLtcmm^2 s u mAU:= m^a^Hirfc 

. mm^^m^m^o 200^1 su^l^o -eoi> itmtm^n c 1 5, 

0 0 0 r pm/l Omin/5'C) LT. &fc]fiL&£#ffrf * £T- 3 0°C(C^ 
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Mm 

t?:/TLT^5 0 £fc-r 'J yt 0. 5 %L - a - 'J (LPC) 

**tr#ra 4 ©«ais## (o-O) ^it®Lx^yy*yyko. s%^m-y 

tz 0 ttz^ 0. 5 %^^;U^T-tfA^^jDL/cHSfe^J5cD^JS-^P (■-■) 
0. 0 0 1 %PGE 1 *j3SJraL^HJfiM6©SfflltS:^p (A- A) CDjfc^^ 

s-B#r B ift^T®m (auc) ji*fM4ts:^fctteLT-en^njKi i . 7^ 

1 . :n.;U# 1 0 0 0#f£ 

2. r 'J 33-;H|t h ij 5mg 

3. igBf^;U?-T-tfA 5mg 
4 . 'J -tr >J > 2 2 m g 

5. lmg 

6. %M/7km<ti- Y 'J ^fi pH5. 5trt®g 
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mtem&$-mm 1 m 1 ^/co. 



1 . kzi> ioo om& 

2. L-a-'J'/U i/f- > 5 mg 

3. 7nx^r7>^>El . 1 0 u g 

4. 2 2 m g 

5. ^'7t+'>^Ifi^ lmg 

6. ^M/imL{c± h U Sfi pH5. 5 Cpl 

1 . z.Jltr h — > 1 o 0 Oi£f£ 

2. L-a- 'J'/b->f > 5mg 

3. mmj vyji<\fv o. img 

4 . ? >; -fe »J > 1 7 . 6 m g 

5 . D — V ;U fcf 1 — )l 1 0 m g 

6 . ig^/7jc®f it-r wjj* sfi p h 5 . 5 tzmm 
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7. mmmm* ±m. lmitifc, 

mmm i o 



&teHI&-^§2#J 1 m 1 mtzO, 

1. r-hh^>i/a'J> 100 £{i 

2. /'j33-;Hith>J^A 5mg 

3. iMes^Uf-T-trA 5 mg 
4 . r U -t? 'J > 2 2 m g 
5. '^jf+s/^SMMf-^ lmg 
6 . i&Wi/7km<ti- h 'J j@i p H 6 . 0 KDi^ 
7. &&fffli£©7jc £fi ImltU;, 

^^f#^n^?g^^M^>ig ( 0 . 2 2 J um©y>7*7>7^^-) U 
77— Tj^XT'u-iiffl/NVT^Kr^s^fr 3 m 1 3t*gLTS n D D 

HJteM 1 1 



1. r-th^>^U> 100 

2. L-a-'J7l/i/f> 5mg 

3. 7*DX^y7>^>El 1 0 ju g 
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4 . 7 U -tr i j y 2 2 m g 

5. iMft'O-tf^^z. 0 lmg 

6. mm/7km<ti- h ^ n p h 6 . ocm 

H££#J l 2 



M&Jiii&^#J l m l *3/ctK 

1. r-tF^f>->a'J> 100 ^fe 

2. L-a-'J7l/i/f > 5mg 

3. 5B®K V y;H5K 0. lmg 
4 • 7 >J -tr >J > l 7 . 6 m g 

5. igffc'O+NHizi^A 0. lmg 

6. D-v;Uh"o — ;U l Omg 

7. mm/7km<ti- h v .31 P H6. ocmi 

^fcff^ftfc^TS^-l&s^ii ( 0 . 2 2 xzm©^ >T7*-7 > T7 )l 9 — ) U 
Ilg4ffl^I^-*;^rL/-IM/NV7Ai:iIKi: 3 m 1 3c,i&LTmFa 
&mz 0 Z&m&l*, r-hh^>i/a'J>$10 0WmI$t*, 7/7 
«c l om&*iE«{ci5StStS:#-rsc <t#T££ 0 
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^®7jc^^ft(C N VkWifemnb LX Vuf-itrti XI - (2 - (decy 
lthio) ethyl) azac. yclopentane-2-one % Xit 

'J -t? 'J y & / XT y ~J"<ek.(bfeiRL 1 m 1 LT N 5 m g> lOmg, 22 
mgt4'-5J:?(:^U Utttiai, tt.&igKfc -5 -3 CSS! Lfc 
o 1 N7jcSfk^- h U >)Ai:TpH 6. 0(CHilS % >*T*:/£m\ o 

. 5 9<>t'nn-mytteZm%L$;mmLtz 0 ZOfefcl m 1 £r - t h-f>i/ 

* u > i oj£<4/^vt;u a$m&jsk) izm^ ^pittFY>->a'j>i o 
m^/m i ©ism (*rsa 5 ) ^f#/c 0 

^ XT «y -7ik<Dfem 1 m 1 tcSt IT, ?u x *? 7 y it y E \ (PGE1 : 
aWm^DX^V^-f >R 2 0. /hEFHSXmtfcS. B*)£0. 0 5mg©i!l 
£Tt£8?U ^5I^itLTr>J-t 'J >£2 5. 7mgfflU S&ttK 1 N* 
Stfk-f- h ') ^A(ITp H 6. OClSt, ^XT.y7°^fTl\ 0. 0 0 5 *>PG 
E 1 £#irigi££iSJg Lfc 0 c lml*r-th^>i/ a ij>i o mft/ 

?yyyE 1 cpge 1 : mmmzrax? y^ 4 yR 2 0. /j^jgsiigttSL 

B30 &/XTy7"&®mm 1 m 1 (l*fLT. 5mg, lOmg. 2 2 m g 
> 0. 0 1 mgtttSJ^KigfrU j@^?iB?&S£SfeU MiiSi:^5J:9 
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Ty-r&m^ 0. 5 %\LU=f-ir"rij 0. 0 0 l%PGElt4'§^i 
IKLfco -O^^ lml^r-hhY>->i'J>l 0 J£fi//<-f 7;U 
) (lJjn^.?gPLTt h-T >->ol 'J > 1 0i£{&/m 1 ©?£3>J£& fc 0 

Hgfiffl 1 4 

'J^>g£^# 'J ^arkffltLT^'J-bU Jfr*ttffiflT*SlBtt*7 7 

^t"K ( I SDN : - ho-;^, tf-ftfcgU B#) *y^7 9 yg[Ojg» 
1 m 1 IZMLX. 5 mg, 1 Omg. 17. 6mg. 0. lmgt/iSJ:^ 

ffitffc-*- h U t7 ACtp H 6. OCiM, ^7 7 ^m\ 0. 

"rtiy, 0. 0 1 % I SDNtncSSffi^SHSL^o iml*r-hh 

1 omii/m 1 0J£#J££fc o 

HWJ 1 5 

^t"K (ISDN: -hn-m tf ttSKL B*) $^T^»0jgiS 
lml C*fLt, 5mg^ 1 Omg, 13. 2mg> 0. 2mgbteZ>£? 

it-T h U ^AlCTpH 6. 0 (CUSSED **7?:T£m^ 0. 5%h'Dftf 
0. 0 2 % I SDNt<£-5M*SBSUo COM 1 m 1 - t h-f 
>i/oL 'J > 1 0ift/^7A (lj(in;t*g*?LTt h-f >-> a »J > 1 
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mt&m i 6 

ir.'J > ( ^ U *a-;U& ; H^fkHttS, B£) & J XT y 7&<D®fe 1 m 1 (I 
St LT. 5 m g. I Omg, 17. 6mg. 0. lmgt^^i^c^t 
, ^-<£SfB!i:tt 5 J: ? CJBfi Ifc, ftK. 1 N?km<t± h 

'J^Ai:TpH6. ocili, /*Ty:/£m\ 0. 5 % t'nf-^T^ 
0. 0 >£#Sig&£iaS!L;fco lml^r-hh 

1 0 l£ft/m 1 ©&#j£^ 0 

7v M:J:5-f >->a>J>Oi n v i v o©JRH& ( 2 ) 
C i n v i v oKiRUft) 

-MtL/:Wi s t a r&ittt^y h (B$SLC : frfi 2 0 0 — 250 

mft$nz*$&ftm& 0200//1 ^j&L/co -eoi, mam^c^st ( 1 5 

, 0 0 0 rpm/l 0min/5°C) LT. mcm8i&MST'?Z £ T- 3 0 "CCl 
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tin.* 4 yy* <j ym&<Dm$m&&m 4m(Z7jkLtz 0 h<k ^ >^ > 7 j< 

t^ltl^o Pl&fw-f >->a'J>tO. 0 0 5 % P G E 1 ^^frfcMK 6 (DMH 
(O-O) Ko^Tfeia^^iRJRStitt^:: t^LTt^o 

(A- A) difci&LT. #3£!JJ<ZW >-> a 'J > t 0 . B^h'nftf^xro. 

0 0 1 %PGE 1 ^SSJlDU/illitfiW 1 Z<D 4 8M&H.m (■-■) MO. 0 1 % 

1 SDN^^jfjPL^HMM 1 4©fiM&-58 (A- A) &tf 0. 0 2% I SDN 
£8§iinLrt:|tifc0d 1 5cDS2MS#p (□-□) MO. 0 1 > 
£8&finL/w^ifi0>l 1 6 ( + -+) li'f U >©AffiJR*N^©^ 
U^iKcDiffill.^U ^n^OJfiLtSK-BflBIffiign^a (AUC ; 0-2h 
r) ItMmet^mzitmLX^tL^tl^l . 1. 9{£. 2. 0*5, 2. 



HMCT 1 7 

1. r-th-O^UV 100 

2. fof tf* > 5 m g 

3. PGE1 0.005mg 

4. r'Jf;P;f VS^'J^A lOmg 
5 . »J -fc 'J > 2 2 m g 

6. iMffc^V-tf^-^A 0. lmg 

7. mm/ykmiti- h »; ^ pH6. oci 

8. &ltffi|g@7jc £fi lmltlfc. 
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*tz'&Z>tltzm%!i$:mm%T& ( 0 . 2 2 p.m<Dt > y A ? -) U 

HWJ 1 8 



if □ 



1. r-t hY>->a'J> 500 i£fi 

2. t: 0^*^77 > 5mg 

3. PGE1 0. 0 1 mg 

4. m^M^y&^T} U 1 Omg 
5 . r U -tr U > 2 2 m g 
6. Jg{t^>-tf;U3^t7A 0. lmg 

7 . JSifc/TKSKfc-*- h U ^ A &£ p H 6 . 0 Cil 

8. ffitfffl&S* lmltlfc, 

£tz& <btltzMi&$:mW?>& (0. 2 2jum®y>77>7^^-) U 
*&84ffl^fi* 77-77 ;u^7*U-iim^VT;Ki^M6^(i 3 m 1 ftmLXglFn 
&m^o Z.(Dm&lt, r-hh>f>i/a<J>^10 0Wml^ 7^ 



H^0>J 1 9 

1. r-kh-f>i/a'J> 10 omft 

2. b'o^^-rT? > 5mg 

3. JBBKy y;nf K 0. lmg 
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4. 7*>;f-;U 'J =f-ym*Jti y 1 Omg 

5 . r 'J -fc U > 1 7 . 6 m g 

6. 0. lmg 

7 . D - V ;U t" h - )l 1 0 m g 

8 . mm/7km<t+ h y ^ a p h 6 . o izmm. 

£fc&£*lfcigiII£iSM5aB ( 0. 2 2 jumoy >7*5 > 7 -f U 
*i^o d©^ a ° D {i % r-thO^'J.>*10 0Wml^ yyy 

HSfeftJ 2 0 



1. r-tf-f>.i/i'J> 100 #fi 

2. fc'n^^-r # > 5mg 

3. BISK V7;Hf K . 0. 2m g 

4. <f-)i y tf-ywtztii y i omg 

5 . U -b >J > 1 3 . 2 m g 

6. JMfk^<>lf;l/=i-t7A 0. lmg 

7 . D - V ;l/ b* I — )l 2 0 m g 

8 . mM/7km<t-r v u * a as P h 6 . o cpi 

£fc&£ftrt:J£i£€:&®5iS (0. 2 2 /zmCD^ >7*5 >!7 a U 

Srff/Co C(D§2 D °a(i. r - t h-Oi/a y >^ 1 0 OWm 1 T 5^7° 
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1. r-khOi/a'J> 100 ififi 

2. eoftf*> 5mg 

3. -KDjrijtiJ> 0. 1 mg 

4. ^'Jf-^iJfVft^'j^A 1 Omg 

5. ^'J-b'J > 1 7. 6mg 

6. Jgffc^>-tf;U3 — 0. lmg 

7. D-"7>-h-;U 1 omg 

8. Effi/zkffiMfc^M^A P H6. OCWSe 

9. SElf/HtSS* £fi lmltU:, 

£tzmtltzfei&$:mW?>& (0. 2 2 /zmCD/ > 7 U 

JlieS-^ffl^iy * — *;UX^b--iiffl/<-CT^{CigSfl<j{i 3 m 1 55^UTS{d d d 
&ntz 0 :©S B D D |i, r-thtf>i/a'J>^l OOlii/mim, T ^7* 
JfLlTSCirKckO 1 0#tt*jEHIi(Ci«»a^-r-5Ci:7&<T#5o 

rU-t'J >^-2 5. 7mg8SfinU fk'&ftlZ 1 N7jcBlfl::J- h U^AfCTpH 6. 

0 IliSM^s ^7y^tfl\ 0. 0 1 % I SDN^tfS^*SHSL/Co - 

1 m 1 £3f#BJiS'+wU*>ftaj'+wU^> (LH-RH 2/7"7ttSiU *H 
) 1 0 0 a g/AV7;l/ C^^fiK) CfiD^^PLTLH-RH 10 0// g/m 

1 ©fi£#J (2tM7) *»feo 
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*fl^ #^ 5mg, 1 Omg, 2 2mgt/A5J:^»U iltttl^i 

. 0(ri9M^> yx7^^i\ o. B^eD^^-^^vtncs^.^gssL 

fc G C©?g?S 1 m 1 £3* ft^J&*;t/^ (LH-RH ; ->^-7^tm 
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